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LINCOMIX@ FEED MEDICATIONS GENERAL INFORMATION

1. GENERAL INFORMATION

NADA NUMBER:

SPONSOR:

ACCEPTED DRUG NAME:

TRADE NAME:

MARKETING STATUS:

EFFECT OF SUPPLEMENT:

97-505

Pharmacia and Upjohn Animal Health
7000 Portage Road
Kalamazoo, Michigan 49001

Iincomycin hydrochloride

LINCOMIX@ 10/20/50 Feed Medications

Over-the-counter

This supplemental approval provides for the
assignment of a tolerance of 0.6 ppm for
Iincomycin in swine liver, a tolerance of 0.1
ppm for Iincomycin in swine muscle, and the
assignment of an Acceptable Daily Intake (ADI)
of 25 micrograms per kilograms per body
weight per day for the total residues of
lincomycin. In addition, this supplement
reduces the slaughter period for feed uses of
Iincomycin in swine from 6 days to O days.

II. INDICATIONS FOR USE

Swine--For treatment of swine dysentery. For treatment and control of swine dysentery.
For reduction of severity of mycoplasmal pneumonia. For increase in rate of gain in
growing-finishing swine.

Broiler chickens--For increase of rate of weight gain and feed efficiency. For the control
of necrotic enteritis.

III. DOSAGE FORM, ROUTE OF ADMINISTRATION, AND RECOMMENDED
DOSAGE

As discussed in the Freedom of Information (FOI) Summary for the original approval
of NADA 97-505 dated February 25, 1976.
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LINCOMIX@  FEED MEDICAT IONS HUMAN SAFETY

IV. HUMAN SAFETY

A.

B.

Toxicity Studies

Toxicity studies conducted for lincomycin were described in the FOI Summary
for NADA 97-505 of June 1, 1990.

An ADI of 1.5 mg per 60 kg person per day (equivalent to 0.025 mglkg body
weight per day) was assigned based on procedures described in the Guideline for
Establishing a Safe Concentration (FR 37499-37500, July 22, 1994) and the
CVM document, Guidance: Microbiological Testing of Antimicrobial Drug
Residues in Food (FDA./CVM, January 1996).

Calculations of Safe Concentrations (SC):

Based on the procedures described in the CVM document Guideline for
Establishing a Safe Concentration dated July 1994, safe concentrations of total
residues of lincomycin may be calculated:

Acceptable Daily Intake (ADI)
Safe Concentration (SC) = -------------------- -----------------

Consumption Value

The daily consumption values of edible tissues are approximated as 300 g (0.3 kg)
for muscle, 100 g (0.1 kg) for liver, 50 g (0.05 kg) for fat.lskin, and 50 g (0.05 kg)
for kidney.

1.5 mgfday
SC (muscle)= ------------- = 5 mg/kg = 5 ppm in muscle

0.3 kglday

1.5 mglday
SC (liver) = ------------ = 15 mg/kg = 15 ppm in liver

0.1 kg/day

1.5 mglday
SC (fat/skin)= ------------ = 30 mg/kg = 30 ppm in fatiskin

0.05 kg/day

1.5 mg/day
SC (kidney)= ------------- =30 mglkg =30 ppm in kidney

0.05 kglday
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LINCOMIX@ FEED MEDICATIONS HUMAN SAFETY

c.

D.

Determination of Tolerances

Based on data from studies described in the 1998 FOI Summary for NADA 34-
025, a tolerance of 0.6 part per million is established for parent Iincomycin
(marker residue) in the liver (target tissue) of swine. In addition, FDA is retaining
the currently codified tolerance of 0.1 ppm for lincomycin in muscle.

Withdrawal Times

1. Determination of the Residue Decline of Lincomycin in the Liver of Swine
Treated with Lincomycin Hydrochloride (U-10149A) at 40, 100, or 200 grams
of Lincomycin Freebase Equivalents per Ton of Feed

a.

b.

c.

d.

e.

f.

g.

h.

i.

Report Number: 768-7926-95-003

Study Completion: February 13, 1996

Investigator: J.L. Nappier
Pharmacia & Upjohn Company
Kalamazoo, MI 49001

Substance and Dosage Form: Lincomycin was provided in feed.

Species and Strain of Animal: Yorkshire-Hampshire cross swine.

Number of Animals per Group: Two pigs of each sex per dose per time
point (64 total).

Levels and Duration of Dosing: Diets were fed for 7 days.

Route of Administration: Orally, via feed.

Parameters: Study parameters included assay of parent lincomycin
residues in the liver and kidneys of swine at various times after the
withdrawal of medicated feed. Residue levels were determined by a gas
chromatographic method with mass spectrometric detection.
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LINCOMIX@  FEED MEDICATIONS HUMAN SAFETY

j. Results:

Table 1. Mean levels of parent Iincomycin in the livers of swine (ppm) following
administration of LINCOMIX@  in feed for 7 clays

Treatment O hr 1 hr 3 hr 6 hr 12hr 24 hr 48 hr

E.

Control <0.02 -a -

40 gfton - 0.07 0.06 0.04 0.02 <().02 -

100 ghon - 0.12 0.07 0.04 <0.02 <0.02

200 #ton - 0.27 0.17 0.08 0.04 <0.02

a. - samples were not taken at that dose/time point

Mean residue levels were found to be below the tolerance at all time
points, even the 200 g/ton level at 3 hours after the final dose.

2. Calculation of Withdrawal Times

Applying its statistical method for determining withdrawal periods to the data
sets for lincomycin at 40, 100, and 200 g/ton, FDA found that the 99°/0
tolerance limit, with 95?40 confidence, would be below 0.6 ppm at 1 hour, 1
hour and 8 hours, respectively. Each of those statistically derived times
permits the assignment of a O-day withdrawal period for swine treated with
feed containing up to 200 ghon lincomycin.

Regulatory Method:

Refer to the FOI Summary for NADA 97-505 dated February 25, 1976, for
information regarding the regulatory method.
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LINCOMIX@ FEED MEDICATIONS AGENCY CONCLUS1ONS

v. AGENCY CONCLUSIONS

Based on the revised consumption values provided in the Guideline for Establishing a
Safe Concentration (FR 37499-37500, July 22, 1994) and the CVM document, Guidance:
Microbiological Testing of Antimicrobial Drug Residues in Food (FDA/CVM, January
1996), the Center has established new safe concentrations and tolerances for total residues
in edible tissues. The acceptable daily intake (ADI) (25 micrograms per kilogram of
body weight per day) and the marker residue tolerance of 0.6 ppm for lincomycin in
swine liver (target tissue) will be codified under21 CFR 556.360. In addition, the
currently codified tolerance of 0.1 ppm will be retained for Iincomycin in swine muscle.

In addition, the slaughter withdrawal period for feed uses of lincomycin in swine has
been reduced from 6 days to O days. The LIMITATIONS section in 21 CFR 558.325
will be amended to reflect the zero-day withdrawal period.

According to 21 CFR 514. 10f and (xi), this is a Category II supplement.
The approval of this change required a re-evaluation of the slaughter withdrawal
period and the tolerance according to current food safety guidance, but did not require
a reevaluation of target animal safety or effectiveness data in the parent application.

The agency has determined under 21 CFR 25.33 (a)(l ) that this action is of a type that
does not individually or cumulatively have a significant impact on the human
environment. Therefore, neither an environmental assessment nor an environmental
impact statement is required.

LINCOMIX@ 10/20/50 Feed Medications are not currently under any unexpired U.S. patents.
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LINCOMIX@  FEED MEDICATIONS APPROVED PRODUm LABELING
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VI. APPROVED PRODUCT LABELING

A copy of the drafi facsimile labeling is attached to this document.

A. LINCOMIX@ 50 Type A Medicated Article Bag Label

B. LINCOMIX@ 20 Type A Medicated Article Bag Label

C. LINCOMIX@ 10 Type B Medicated Feed Bag Label

~ADA 97-505 Page 6
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NOC 0009-0494-17

LINCOMIX”20
Feed Medication
(Type A Medicated Article)

20 grams/lb
For increase in rate of weight gain, for improved feed efficiency,
and for the control of necrotic enteritis caused or complicated by
C/osttidiUm  spp. or other organisms susceptible to Iincomycin
in broilers.
For the treatment and control of swine dysentev
For reduction in the severity of swine mycoplasmal pneumonia
caused by Mycoplasma  hyopneummiae

( For increase in rate of weight gain in growing-finishing swine.

Active Drug Ingredient
Each pound contains:

Lincomycin
20 grams(as IincomyJn hydro~hi~rid[ig;~i;ti~ti  ~raiij”

lflactke  Ingredients
Soybean hulls, #20 grind; mineral oil, USP.

lMPORTANr
Must be thoroughly mixed in feeds before use.

Store opened bag in dry place to prevent cakhro.
S t o r e  a t  r o o m  temperature.  -

NET WEIGHT 50 Lb (22.6 kg)

mm
( ,,

The Upjohn Company
Kalamwoo,  Ml 49001, USA
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LINCOMIY’20
Feed Medication
(Type A Medicated Article)

20 grams/lb
8f9truu
Farlocresw  irrrste  afwdghtgsin  .fafimfxawd feaddfkkncy  tifasfJw  contrc4d  rwcrotktsharkk  CW$sdaf
COISI@CAfCd  tI?tifIMWSS  W.IX-MO@WS  tu$c@4s bffn@nWhkdkfs.

Mfxwa OMcllatts

Amauld%l-t!$%%5  low h hmau4dfaternw&%I%%%%!%mtn  FM& lkskad
(4S4 k@ d Feed II!wedknts t%snssc4ksmns@n  MMd T~Chfkst4d Fsad

}
Wben  Uf4COMJX20kuscdin  - cambWm4wifhoth4rdws.  Fdlawth4re@r4dmithdti
ulrwslwfhasedruJs.  f4adnlgwlthdrsW-d  fmlodis
aae~m$cb4mw=.wdfwd-f”w’  q

W’hen  LINCOMIX Is used in appmwsf  combbsatioas  wilb other drug%  follow tkc squlmd
w[tbdmwal  t[mcs for $fS.XSS  drug% No dmg witbdrawaf period is rcqulrcd bsforc  slaughter ,
of swine rcd LINCOMIX at approved  concentrations (?0. m. 1(MI .W ?nis ----- K------,  -
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LlNC(lMIXQ5F-”—

Feed Medication
(Type A Medicatti Article)

50 gramsflb
For increase in rate of weight gain, for improved feed Officienq,
and for the control  of nwotic entem caused  or cornpli~ by
Ckwjdium  spp. or other organkms susceptible to Iincomydn
in broilers.
For the treatma and control of swine dysente~
For redw”on  h the seve~ of M“ne mycoplumd  pneumonia
caused by Myc@ma hjqvwmmiae
For increase in rate of weight gain in grw”ng-finishing w“ne.

Each  pound COmIw
Active Drug lngredieti

Lincomycin . . . . . . . . . . . . . . . . . . . . . . . . . . .
50 grams(as Iincomydn  hydrochlo~e  agrfcu~  grade)

Inactive lngredi~
Soybean hulls, #20 grind; Mineral Oil, USP

NET WEIGHT 50 Lb (22.6 kg)

m,
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i’iIVCOMlr’50
il.

Feed Medication
(Type A Medicated Article)

50 grams/lb
Brohrs
For iflcreas~  in rate of weight gain,  for improved feed efficiency and for tfw control of flecrotic  enteritis caused or
complicated by CWridium SW.  or other oroanisms  susceptible to Iincomvcin  in broilers.

DIRECTIONS FOR USE
Far Insraacc  la Rstc al Wef@14  Gtia sad f

=f$;;;p%m%upp[id  lokoife{chwkefis  sothatlhofinalLINC13MIX  !0, SO grams/lb. should be mixed
feed contaim 2 to 4 grams of firrcomyckr  per ton of feed.
Fof  fhe Carhtraf  c{ Ikratks  Eoterfrk
LINCOMIX  !0, 50 gfams/lb, should  be mixed into the complete feed supplied la broiler chwkerrs  so that the final
feed mrWalm  2 grams of firscomycin  per ton of feed.
MIXIN13  OIR,ECTIONS

ralernmda& Rda
Ammst of LINCOMIX  50 per fOOO lb

colr@raFOad
Arrrwrf  of Mercnedlate  arrdx  to use la Provide Oesirtd

(454 kg) of Feed Ingredii Grams of h= ~ ~ o(~w C Mediited Feed

20 tbs
4 Ibs
2 Ibs

z= . “3~” -- 4#-mU

10 Ib$
4 Ibs

15 Iba
20 Ibs

20 Ibs
30 Ibs 40 Iba

When LINCOMIX  50 Is used in approved~o=ons  with other drugs, fo[law the required
withdrawal times  for those dregs. No drug withdrawal period  is required before slaughter af
birds fed LINCOMIX  50 at approved corrcentratiorss  (2 to 4 grams Iincomycirr  per ton of feed). 4

CALfTtOft  Not for use in layer% breeders, or turkeys. (For Mdtionaf  Cautions, See Below)
sWINE
~f~~=!t~$OfSWiASOyWd~  FOfRedUCffOnlrf  th*Sevefityof Swine  ~c@,asmal  Pneurnc-

~iae. For ncfeasa  in rate of welgM @rs  in growing- m[shmg swine.
DIRECTIONS FOR USE
Far Traatmaiat al Swkte m.
Feed 100 grams of Hncorssycfn  par too of complete  feed as the sole ratfon  for three weeks or until signs of disease
(watery, mucoid.  or bfoodv stoo[sl  dissmssr.–. - -T.-—-

F~Tk~.~a~s*fJyfw
Faad 100 IJZV al IIncmycfn  par to!  o @mpl@ feed as ftce  sole rathrr  for three weeks or until signs af disease
(wa~. mucIxcf,  of bloody  $taofs) d-, fdfowed  by 40 grams of Iincumycin  P+M tan.
ForcO@otswkJe~
Feed 40 WIXS of fin@rrsycifI ptrf ton of mmplebr  feed as the sole ration. FIX use in animals o+ on Wemises  with
ahisbzty  afswicw dysentery  twtwtweswrmtama  havenotvatocaud,.. . .
For fwuuosa katrrcsewrity afsw40i&@$mJf
Feed 200 grams of Iii per ton of complete fae!!%$%%  fatlan  for 21 days.
Farlaasraase  hRataaftkf@f  -fs~~S~
Feed 20 grams of Iincamych  per tca of complete feed as the sole rattan from weaning to market weight
MIXING OIRECllONS
TWO C Medicahsd Feedx
For Treatmast of Swfae  oyae~
To make comolete  feed contalnlrsg  100 grams of fkscomycfrr,  add 2 Ibs of LINCOMIX  SO per tm.
FW Coatrof al Swfwa _
To make rmrrsplete  feed cucrfairsmg  40 grams of fincanycfrr,  add 0.8 fbs of LINCOMIX  54 per ton.
For RedusUoe  In tfse Sewrfty of
lomakemm[]letefa-n,~~w=ti=d,  add41bsofLlNCOhflXso per  ton.
Fmfrrcraeaela R.e o f  Wef@fGafahI  WOwfnr Surfw
la make cocnftlete  feed cmfamirsg  20 ~s of incomycin  per ton uOlize  the directicirs  fisted below.
Far Carrfraf  of Swfrre

TTo make complete feed carstal 40 grams of fincumydrs  per ton tdfflze the dhctJons  fisted below.
MIXING  CNRECTIONS
Irrwr-mediata  premix Complete Feed

Amount  of LINCOMIX  50 per lW lb Arrsounf  of Intermediate Pmmlx  to use to Praklde  Oesifed
(454 kg] of Feed Ingredients Grams of limomydn  per ton of feed

IincOmvcill  oar ton of feed

so ifas
40 Ibs
20 Ibs

~-

20 am-s “81?4 40 rams
16 ?bs

10  fbs 20 Iba
20 Ibs 40 fbs

WARNfNS3

@~4

cAfnloN
(tee.asional swtna  fed Iinconryin  may wiftslcI  the fimt  two days after the orrsuf of fmatmerrf  develop diarrhea

Tarrd/of  swe tirrg of the anus. On
These cofld~ons  ha’@$ ~&-wMA-ti%%%r=~i~$~g%  Y&’;%:
ment. Not to be fed to srnrre  ttrat we!gh mom ftun 25JI  pounds.
00 twt allow rabbits. hamsters. guinea pigs, hws.es,  or ruminants access to feeds contairrlng  Ilrmmjdrr.  Irsgestlon
by these swcies  may result in severe oastrolntmtbuf  effects.

Good Mmrlacturing Practices Should 8e Observed in Preparing Feeds Containing LINCOMIX  SO.
This Includes Appropriate Cleamout  Procedures ta Avoid  Cross Contamination.

810731614 fteatrrsfed Ltru#JM Ody -s ohwfed (cdlfomf~]
The Upjohn Camparty.  Kalamazoo, Ml 49001, USA

When LINCC)MIX  is used In approved combinations with  other  drugs, rollow the mquircd
withdrawal times ror (hose drugs  No drug withdrawal period Is ccquircd  bdom  daughlc.
of swine f.xl LINCOhll  X al  approved conccnfraliom  (20, 40. 100 or  ZOO gnnts  !incomyci”
pcr  [WI ,,r reed}.


